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Background

On November 15, 1985, ‘“‘Rec-
ommendations for Preventing Trans-
mission of Infection with Human
T-Lymphotropic Virus Type I1I/Lym-
phadenopathy-Associated Virus in the
Workplace,” was published (/). That
document gave particular emphasis to
health-care settings and indicated that
» formulation of further specific recom-
~ mendations for preventing human T-
lymphotropic virus type III/lympha-
denopathy-associated virus (HTLV-
III/LAV) transmission applicable to
health-care workers (HCWs) who per-
form invasive procedures was in pro-
gress.

Toward that end, a 2-day meeting
was held at CDC to discuss draft rec-
ommendations applicable to individ-
uals who perform or assist in invasive
procedures.* Following the meeting,
revised draft recommendations for
HCWs who have contact with tissues
or mucous membranes while perform-
ing or assisting in operative, obstetric,
or dental invasive procedures were
sent to participants for comment. In
addition, 10 physicians with expertise
in infectious diseases and the epide-
miology of HTLV-II/LAV infection
were consulted to determine whether
they felt additional measures or pre-
cautions beyond those recommended
below were indicated. These 10 ex-
perts did not feel that additional rec-
ommendations or precautions were
" indicated.

*The following organizations were
represented at the meeting: American
Academy of Family Physicians;
American Academy of Periodontol-

ogy; American Association of Dental
Schools; American Association of
Medical Colleges; American Associa-
tion of Oral and Maxillofacial Sur-
geons; American Association of Phy-
sicians for Human Rights; American
College of Emergency Physicians;
American College of Nurse Midwives;
American College of Obstetricians
and Gynecologists; American College
of Surgeons; American Dental Asso-
ciation; American Dental Hygienists
Association; American Hospital As-
sociation; American Medical Associ-
ation; American Nurses’ Association;
American Public Health Associa-
tions; Association for Practitioners in
Infection Control; Association of Op-
erating Room Nurses; Association of
State and Territorial Health Officials;
Conference of State and Territorial

Epidemiologists; U.S. Food and Drug
Administration; Infectious Diseases
Society of America; National Associ-
ation of County Health Officials; Na-
tional Dental Association; National
Institutes of Health; National Medi-
cal Association; Nurses Association
of the American College of Obstetri-
cians and Gynecologists; Society of
Hospital Epidemiologists of America;
Surgical Infection Society; and
United States Conference of Local
Health Officers. In addition, a hospi-
tal administrator, a hospital medical
director, and representatives from
CDC participated in the meeting.
These recommendations may not re-
flect the views of all individual con-
sultants or the organizations they rep-
resented.

(Continued to page 2)



(Continued from page 1)
Definitions

In this document, an operative pro-
cedure is defined as surgical entry into
tissues, cavities, or organs or repair of
major traumatic injuries in an operat-
ing or delivery room, emergency de-
partment, or outpatient setting, in-
cluding both physicians’ and dentists’
offices. An obstetric procedure is de-
fined as a vaginal or cesarean delivery
or other invasive obstetric procedure
where bleeding may occur. A dental
procedure is defined as the manipula-
tion, cutting, or removal of any oral or
perioral tissues, including tooth struc-
ture, where bleeding occurs or the
potential for bleeding exists.

Recommendations
There have been no reports of

HTLV-III/LAV transmission from an

HCW to a patient or from a patient to

an HCW during operative, obstetric,

or dental invasive procedures. Never-
theless, special emphasis should be
placed on the following precautions to
prevent transmission of bloodborne
agents between all patients and all

HCWSs who perform or assist in inva-

sive procedures.

1. All HCWs who perform or assist in
operative, obstetric, or dental in-
vasive procedures must be edu-
cated regarding the epidemiology,
modes of transmission, and pre-
vention of HTLV-III/LAV infec-
tion and the need for routine use of
appropriate barrier precautions
during procedures and when han-
dling instruments contaminated
with blood after procedures.

2. All HCWs who perform or assist in
invasive procedures must wear
gloves when touching mucous
membranes or nonintact skin of all
patients and use other appropriate
barrier precautions when indicated
(e.g., masks, eye coverings, and
gowns, if aerosolization or
splashes are likely to occur). In the
dental setting, as in the operative
and obstetric setting, gloves must
be worn for touching all mucous
membranes and changed between
all patient contacts. If a glove is
torn or a needlestick or other in-
jury occurs, the glove must be
changed as promptly as safety per-
mits and the needle or instrument
removed from the sterile field.

3. All HCWs who perform or assist in
vaginal or cesarean deliveries must
use appropriate barrier precautions
(e.g., gloves and gowns) when han-
dling the placenta or the infant un-

til blood and amniotic fluid have
been removed from the infant's
skin. Recommendations for assist-
ing in the prevention of perinatal
transmission of HTLV-III/LAV
have been published (2).

. All HCWs who perform or assist in

invasive procedures must use ex-
traordinary care to prevent injuries
to hands caused by needles, scal-
pels, and other sharp'instruments
or devices during procedures;
when cleaning used instruments;
during disposal of used needles;
and when handling sharp instru-
ments following procedures. After
use, disposable syringes and nee-
dles, scalpel blades, and other
sharp items must be placed in
puncture-resistant containers for
disposal. To prevent needlestick
injuries, needles should not be re-
capped; purposefully bent or bro-
ken; removed from disposable sy-
ringes; or otherwise manipulated
by hand. No data are currently
available from controlled studies
examining the effect, if any, of the
use of needle-cutting devices on
the incidence of needlestick inju-
ries.

. If an incident occurs during an in-

vasive procedure that results in ex-
posure of a patient to the blood of
an HCW, the patient should be in-
formed of the incident, and pre-
vious recommendations for man-
agement of such exposures (/)
should be followed.

. No HCW who has exudative le-

sions or weeping dermatitis should
perform or assist in invasive proce-
dures or other direct patient-care
activities or handle equipment

used for patient care.

7. All HCWs with evidence of any
iliness that may compromise their
ability to adequately and safely
perform invasive procedures
should be evaluated medically to
determine whether they are physi-
cally and mentally competent to
perform invasive procedures.

8. Routine serologic testing for evi-
dence of HTLV-III/LAV infection
is not necessary for HCWs who
perform or assist in invasive proce-
dures or for patients undergoing
invasive procedures, since the risk
of transmission in this setting is so
low. Results of such routine testing
would not practically supplement
the precautions recommended
above in further reducing the negli-
gible risk of transmission during
operative, obstetric, or dental in-
vasive procedures.

Previous recommendations, (/,3,4)
should be consulted for: (1) prevent-
ing transmission of HTLV-III/LAV in-
fection from HCWSs to patients and
patients to HCWs in health-care set-
tings other than those described in
this document; (2) preventing trans-
mission from patient to patient; (3)
sterilizing, disinfecting, housekeep-

ing, and disposing of waste; and (4)

managing parenteral and mucous-

membrane exposures of HCWs and

patients. Previously recommended
precautions (/) are also applicable to

HCWs performing or assisting in in-

vasive procedures.
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Recommendations of the Immunization Practices Advisory
Committee (ACIP) of the U.S. Public Health Service

__Update: Prevention of Haemophilus
““influenzae Type b Disease

Haemophilus influenzae type b
(Hib) is the most common cause of
bacterial meningitis in the United
States. It also causes other serious
invasive illnesses, including epiglotti-
tis, sepsis, cellulitis, septic arthritis,
osteomyelitis, pericarditis, and pneu-
monia. By 5 years of age, one of every
200 children in the United States will
have had a systemic infection due to
Hib. A polysaccharide vaccine
against systemic Hib disease was li-
censed in the United States in April
1985. Information on the vaccine and
Immunization Practices Advisory
Committee (ACIP) guidelines for its
use should be consulted (1). The pur-
pose of this statement is to update
these recommendations and to pro-
vide guidelines for the prevention of
secondary cases of Hib disease.
Chemoprophylaxis

Risk of Secondary Disease. Second-
ary disease, defined as illness within

am 1-60 days following contact with a

child who has Hib disease, accounts
for less than 5% of all invasive Hib
disease. However, six studies of
household contacts of Hib patients
found a secondary attack rate of 0.3%
in the month following disease onset
in the index patient, which is about
600-fold higher than the age-adjusted
risk in the general population (2-7).
Among these studies, the attack rate
among household contacts varied
markedly with age: 4% for children
under 2 years of age; 2% for children
2-3 years of age; 0.1% for children 4-5
years of age; and 0% for those over 6
years of age (2-7). Among these
household contacts, 64% of second-
ary cases occurred within the first
week (excluding the first 24 hours) of
disease onset in the index patient;
20%, during the second week; and
16%, during the third and fourth
weeks.

The risk of secondary disease
among children who were exposed to
a primary case in day-care and who
did not receive rifampin prophylaxis

™ has been examined in four studies. A
. national collaborative study that cal-

culated secondary attack rates for
household and day-care classroom
contacts found that one (1%) of 91
children under 4 years of age in day-
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care acquired disease in the month
following the index patient, compared
with three (2%) of 125 household con-
tacts under 4 years of age (2). A multi-
center study in Seattle-King County,
Washington; Oklahoma; and Atlanta,
Georgia, found that the risk of sec-
ondary Hib disease among day-care
classroom contacts was age-depen-
dent; 10 (3%) cases occurred among
the 376 contacts 0-23 months old,
whereas none of the 379 classroom
contacts older than 23 months of age
acquired secondary disease (8). No
cases occurred among children who
attended day-care for fewer than 25
hours per week. In this study, class-
room contacts were defined as chil-
dren who spent more than half their
day-care time in the same classroom
as a child with primary Hib disease in
the week before disease onset of the
primary case. The overall risk for
classroom contacts was 0.7% (10/
1,388), 20 times higher than the risk
for other children in the center (0.04%
[2/5,639]). Thirty-three percent of the
secondary cases occurred within 3
weeks of onset of the index case;
13%, between days 21 and 40; and
53%, between days 41 and 60.
Meningitis and other systemic Hib in-
fections were equally likely to result
in secondary cases.

Two prospective studies have ex-
amined the risk of subsequent Hib
disease in day-care facilities. In Dallas
County, Texas, follow-up for 60 days
of classroom contacts revealed no
cases of secondary disease in 361 chil-
dren under 2 years old, and a second-
ary attack rate of 0.5% (1/213) in those
2-3 years of age (9). Other cases of
Hib disease occurred but could not be
classified as secondary cases because
these children enrolled in the day-care
facility after the index patient became
ill. Since it is known that rates of
asymptomatic transmission are ele-
vated in day-care classrooms with
children with Hib disease, some of
these cases may have been associated
with the index case.

A similar surveillance study was
conducted in Minnesota. No cases of
secondary Hib disease were found
among 370 day-care contacts under 2
years of age; 263 (71%) were class-

room contacts. These were defined as
children who spent more than 8 hours
in the same classroom as the primary
case in the week before the patient
with primary disease became ill. Simi-
larly, secondary cases were not seen
in 716 children 2-3 years of age, of
whom 421 (59%) were classroom con-
tacts (10).

The disparities in the risk of day-
care-associated secondary Hib dis-
ease in Minnesota; Dallas County,
Texas; and the two multicenter stud-
ies remain unexplained. Possible rea-
sons include differences among the
several study areas in day-care char-
acteristics, such as classroom size and
age distribution of children, which
might affect intensity and duration of
contact. There may be further unrec-
ognized differences in epidemiologic
factors or invasiveness of prevalent
Hib strains.

Efficacy of Rifampin Prophylaxis.
Most children at risk of secondary
disease ‘are too young to respond to
the Hib polysaccharide vaccine.
Therefore, the main preventive
measure presently available is rifam-
pin administration. Currently avail-
able data from several studies indicate
rifampin in a dosage of 20 mg/kg per
dose once daily (maximum daily dose
600 mg) for 4 days eradicated Hib
carriage in 95% or more of contacts of
primary cases, including children in
day-care facilities (//-13). In a ran-
domized placebo controlled trial, ri-
fampin in the currently recommended
dosage administered to all household
and day-care classroom contacts, in-
cluding adults, significantly decreased
secondary Hib disease among house-
hold and day-care contacts (none of
303 rifampin-treated contacts under 4
years of age had secondary disease,
compared with four of 216 placebo-
treated contacts under 4 years of age
[p = 0.03]) (2); the number of cases
was insufficient to evaluate efficacy in
the household or day-care setting
alone. However, the collaborative
study of day-care centers cited above
found that among classroom contacts
of Hib patients, children aged 0-23
months who received rifampin pro-
phylaxis were significantly less likely
to develop secondary disease than
children who did not take rifampin
(none of 232, compared with 10 [3%]
of 376 [p < 0.02]) (8). Secondary dis-
ease did not develop in day-care
classes in which over 75% of the class
received rifampin. However, rifampin
(Continued to page 4)
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prophylaxis is unliicly to be 100%
effective, and a day-care center in
which rifampin prophylaxis failed to
prevent subsequent disease has been
reported (/4).

Implementation of Chemoprophyl-
axis. Rifampin is available in 150-mg
and 300-mg capsules. For those un-
able to swallow capsules, rifampin
may be mixed with several teaspoons
of applesauce immediately before ad-
ministration, resulting in acceptable
serum and salivary levels (15). Al-
though there has been more experi-
ence with the applesauce mixture, a
suspension of rifampin may also be
freshly prepared in United States
Pharmacopeia syrup; the preparation
should be vigorously shaken before
use. Side effects of rifampin in the
recommended dose include nausea,
vomiting, diarrhea, headache, or diz-
ziness, which occurred among 20% of
those taking rifampin and 11% of pla-
cebo recipients. No serious reactions
occurred (2). Those taking rifampin
(including parents and day-care staff)
should be informed that orange dis-
coloration of urine, discoloration of
soft contact lenses, and decreased ef-
fectiveness of oral contraceptives can
occur.

In implementing chemoprophylaxis
in day-care centers, it is important to
ensure that all classroom contacts re-

Invasive Hib Disease
in the Day-Care

While there continues to be dis-
agreement among some authori-
ties concerning the need to insti-
tute rifampin chemprophylaxis
after the occurrence of a single
case of invasive Hib disease in a
day-care center, there is no dis-
agreement about the importance
of ensuring that classroom con-
tacts of the case are watched
closely by their parents and em-
ployees of the center for signs of
illness which may be secondary to
Hib disease. In order to ensure
that such surveillance is carried
out, parents of these classroom
contacts should be notified by the
day-care center. District Health
Directors will assist day-care cen-
ter officials in preparing the infor-
mation to be sent to parents. Pri-
vate physicians should be aware
that parents of children in such
day-care centers will be so in-
formed.

ceive rifampin during the same pe-
riod. Some local and state health de-
partments have facilitated the timely
implementation of chemoprophylaxis
by coordinating rifampin administra-
tion following consultation with pri-
vate physicians or by providing infor-
mation to parents of day-care con-
tacts.

Vaccine

Effect of Haemophilus b Polysac-
charide Vaccine on Nasopharyngeal
Carriage. Limited data are available
on the effect of the Haemophilus b
polysaccharide vaccine on nasopha-
ryngeal carriage of the organism. By
analogy to carriage studies after sero-
groups A and C meningococcal poly-
saccharide vaccination, some reduc-
tion in acquisition of carriage may oc-
cur shortly after immunization, but no
long-term effect has been noted (/6-
18).

Use of Haemophilus b Polysaccharide
Vaccine in Children with Preceding Hib
Disease. Studies have shown that the
development of anticapsular antibod-
ies following invasive Hib disease is
largely age-dependent. A study of
acute and convalescent sera from 125
patients with meningitis, septicemia,
or epiglottitis due to Hib determined
that, among those who acquired dis-
ease when they were younger than 18
months, 41 (85%) of 48 failed to de-
velop an adequate antibody response,
in contrast to 18 (23%) of 77 of those
older than 18 months (/9). Cases have
been reported in which children who
do not mount an antibody response
after an invasive episode of Hib have
developed a second systemic infec-
tion with the organism (20).
Recommendations

The primary strategy for preventing
Hib disease is immunization. Children
should be vaccinated at 24 months of
age. Those at high risk for Hib dis-

ease, including children attending

day-care, may be given the vaccine at

18 months of age. ACIP guidelines for

use of the vaccine should be consulted

(I). This update addresses chemopro-

phylaxis (recommendations 1-7) and

additional vaccine issues (recommen-

dations 8 and 9).

Chemoprophylaxis. Although unex-
plained disparities in available data
prevent a precise estimate of the mag-
nitude of risk among day-care con-
tacts, it is likely that the increased risk
of disease observed among young
household contacts is also present
among day-care classroom contacts
under 2 years of age. Since rifampin
prophylaxis is effective in preventing
subsequent cases in this high-risk
group, the ACIP recommends that:

1. Contacts of all ages who develop
symptoms suggestive of invasive
Hib disease, such as fever or head-
ache, be evaluated promptly by a
physician.

2. In any household in which a case
of invasive Hib disease has oc-
curred and in which another child
under 4 years of age resides, all
members of the household, includ-
ing adults, should receive rifampin
according to the following regi-
men: rifampin in a dosage of 20 mg/,
kg per dose once daily (maximal
daily dose 600 mg) for 4 days; the
dose of neonates (under 1 month of
age) is 10 mg/kg once daily for 4
days.

3. In day-care classrooms in which a
case of Hib disease has occurred
and in which another child under 2
years of age has been exposed, all
parents should be notified (prefera-
bly in writing) regarding the occur-
rence of the case and the possibil-
ity of increased risk to their chil-
dren. They should be informed
about the symptoms and the need
for prompt medical evaluation if
symptoms occur. They should also
be notified of the availability of
rifampin prophylaxis. Although the
data on which to base recommen-
dations are not optimal, and some
authorities disagree, the consensus
of the ACIP is as follows: In a day-
care classroom in which a case of
systemic Hib disease has occurred,
and in which one or more children
under 2 years old have been ex-
posed, strong consideration should
be given to administering rifampin
prophylaxis to all children and staff
in the classroom, regardless of age.

4. Rifampin should not be used in
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pregnant women, as its effect on
the fetus has not been established,
and it is teratogenic in laboratory
animals.

. Chemoprophylaxis should be insti-

tuted as rapidly as possible. If
more than 14 days have passed
since the last contact with the in-
dex patient, the benefit of chemo-
prophylaxis is likely to be de-
creased.

. All children convalescing from sys-

temic Hib disease who are antici-
pated to resume close contact with
other young children, at home or in
day-care, should receive rifampin
immediately after completing treat-
ment for their illness. Therapy for
systemic disease does not reliably
eradicate respiratory carriage of
Hib, and some physicians may
wish to give rifampin to all index
patients.

. In day-care classrooms in which

children are to receive chemopro-
phylaxis, children who have re-
ceived the Haemophilus b polysac-
charide vaccine should also re-
ceive rifampin. Although these
children are felt to be at decreased
risk for disease, the vaccine proba-
bly does not affect carriage of the
organism, which they may pass on
to susceptible classmates.
Children who have had invasive
Hib disease when they were under
24 months of age should still re-
ceive the vaccine according to pre-
vious recommendations, since
most children under 24 months of
age fail to mount an immune re-
sponse to the clinical disease.

. Satisfactory response to the vac-

cine is not consistent among chil-
dren 18-23 months of age, and most
authorities believe that these chil-
dren should be revaccinated. Al-
though data on the precise timing
of this second dose are not cur-
rently available, it would be rea-
sonable to reimmunize 2-12
months after the initial dose but
not before 24 months of age. Pre-
vious immunization does not
change the immune response or ad-
verse reaction to a subsequent
dose of the vaccine (21).

References

S—

;“ﬁ-w'

1. ACIP. Polysaccharide vaccine for

prevention of Haemophilus in-
fluenzae type b disease. VA Epi-
demiol Bull 1985;85(5).

2. Band JD, Fraser DW, Ajello G.

Prevention of Haemophilus in-
fluenzae type b disease. JAMA

June, 1986

10.

11.

127

1984;251:2381-6.

. Ward JI, Fraser DW, Baraff LJ,

Plikaytis BD. Haemophilus in-
fluenzae meningitis. A national
study of secondary spread in
household contacts. N Engl J
Med 1979;301:122-6.

Glode MP, Daum RS, Goldmann
DA, Leclair J, Smith A.
Haemophilus influenzae type b
meningitis: a contagious disease
of children. Br Med J
1980;280:899-901.

. Filice GA, Andrews JS Jr,

Hudgins MP, Fraser DW. Spread
of Haemophilus influenzae. Sec-
ondary illness in household con-
tacts of patients with H. influen-
zae meningitis. Am J Dis Child
1978;132:757-9.

. Granoff DM, Basden M.

Haemophilus influenzae infec-
tions in Fresno County, Califor-
nia: a prospective study of the
effects of age, race, and contact
with a case on incidence of dis-
ease. J Infect Dis 1980;141:40-6.

. Campbell LR, Zedd AJ, Michaels

RH. Household spread of infec-
tion due to Haemophilus influen-
zae type b. Pediatrics
1980;66:115-7.

. Fleming DW, Leibenhaut MH,

Albanes D, et al. Secondary
Haemophilus influenzae type b in
day-care facilities. Risk factors
and prevention. JAMA
1985;254:509-14.

. Murphy TV, Clements JF, Han-

sen EJ. Subsequent disease risk
in day care facilities with a pri-
mary case of H. influenzae b dis-
ease. Twenty-fifth Interscience
Conference on Antimicrobial
Agents and Chemotherapy.
1985;214 (abstract #668).
Osterholm MT, Pierson LM,
White KE, Libby TA, Kuritsky
JN. The risk of subsequent trans-
mission of Haemophilus influen-
zae type b disease in day care:
Results of a statewide surveil-
lance system and contact survey.
Twenty-fifth Interscience Confer-
ence on Antimicrobial Agents and
Chemotherapy. 1985;214 (ab-
stract #667).

Gessert C, Granoff DM, Gilsdorf
J. Comparison of rifampin and
ampicillin in day care center con-
tacts of Haemophilus influenzae
type b disease. Pediatrics
1980;66:1-4.

Shapiro ED, Wald ER. Efficacy of
rifampin in eliminating pharyn-

13,

14,

155

16.

17.

18.

19.

20.

21,

geal carriage of Haemophilus in-
fluenzae type b. Pediatrics
1980;66:5-8.

Cox F, Trincher R, Rissing JP,
McCracken GH Jr, Granoff DM.
Rifampin prophylaxis for contacts
of Haemophilus influenzae type
b. JAMA 1981;245:1043-5.
Murphy TV, McCracken GH Jr,
Moore BS, Gulig PA, Hansen EJ.
Haemophilus influenzae type b
disease after rifampin prophylaxis
in a day care center: possible rea-
sons for its failure. Pediatr Infect
Dis 1983;2:193-8.

McCracken GH Jr, Ginsburg CM,
Zweighaft TC, Clahsen J. Phar-
macokinetics of rifampin in in-
fants and children: relevance to
prophylaxis against Haemophilus
influenzae type b disease. Pediat-
rics 1980;66:17-21.

Wahdan MH, Sallam SA, Hassan
MN, et al. A second controlled
field trial of a serogroup A
meningococcal polysaccharide
vaccine in Alexandria. Bull WHO
1977;55:645-51.

Artenstein MS, Gold R, Zim-
merly JG, Wyle FA, Schneider H,
Harkins C. Prevention of
meningococcal disease by group
C polysaccharide vaccine. N Engl
J Med 1970;282:417-20.
Greenwood BM, Hassan-King M,
Whittle HC. Prevention of sec-
ondary cases of meningococcal
disease in household contacts by
vaccination. Br Med ]
1978;1:1317-9.

Kayhty H, Jousimies-Somer H,
Peltola H, Makela PH. Antibody
response to capsular polysac-
charides of groups A and C Neis-
seria meningitidis and Haemophi-
lus influenzae type b during bacte-
remic disease. J Infect Dis
1981;143:32-41.

O’Reilly RJ, Anderson P, Ingram
DL, Peter G, Smith DH. Circulat-
ing polyribophosphate in He-
mophilus influenzae, type b
meningitis. Correlation with clini-
cal course and antibody response.
J Clin Invest 1975;56:1012-22.
Kayhty H, Karanko V, Peltola H,
Makela PH. Serum antibodies af-
ter vaccination with Haemophilus
influenzae type b capsular poly-
saccharide and responses to reim-
munization: no evidence of immu-
nologic tolerance or memory. Pe-
diatrics 1984;74:857-65.

Reprinted from MMWR 1986,35:170-

74,

179-80.
5



Safety of Inmune Globulin Preparations with
Respect to Transmission of HTLV-III/LAV

B TRIFUG
ociobint

E

Immune globulins produced by
plasma fractionation methods ap-
proved for use in the United States
have not been implicated in the trans-
mission of infectious agents. Never-
theless, because immune globulins
manufactured before 1985 were de-
rived from plasma of human donors
who were not screened for antibody
to human T-lymphotropic virus type
I1I/lymphadenopathy-associated virus
(HTLV-III/LAV), CDC and the U.S.
Food and Drug Administration (FDA)
have received inquiries concerning
the safety of immune globulin (IG),
hepatitis B immune globulin (HBIG),
and intravenous immune globulin
(IVIG). Current epidemiologic and
laboratory evidence shows that these
preparations carry no discernable risk
of transmitting HTLV-III/LAV infec-
tion and that current indications for
their clinical use should not be
changed based on such concerns.
Background

The IG, HBIG, IVIG, and other
special immune globulins used in the
United States are produced by several
6

manufacturers using the Cohn-Oncley
fractionation process (/,2). This proc-
ess involves a series of precipitation
steps performed in the cold with addi-
tion of varying concentrations of etha-
nol. Production lots of IG and IVIG
are made from plasma pools from at
least 1,000 donors; HBIG and other
specific immune globulins (e.g., vari-
cella-zoster IG) may be prepared from
plasma pools from fewer donors.
Before 1985, donors were screened
only for hepatitis B surface antigen
but not by other tests for specific diag-
nosis of viral infections. Since April
1985, all donor units also have been
screened for antibodies to HTLV-1II/
LAV, and all repeatedly reactive units
have been discarded. Tests conducted
at FDA and CDC have shown that as
many as two-thirds of HBIG lots, as
well as some lots of IG and IVIG,
produced between 1982 and 1985 may
have been positive for HTLV-III/LAV
antibody. The question of safety
arises out of concern that some im-
mune globulins currently available
were prepared from plasma pools that

included units from donors who may
have had HTLV-III/LAV viremia.
Epidemiologic Studies

Several studies have shown that re-
cipients of HBIG and IG, including
recipients of lots known to be positive
for antibody to HTLV-III/LAY, did
not seroconvert to antibody to HTLV-
III/LAV-positivity and have not de-
veloped signs and symptoms of ac-
quired immunodeficiency syndrome
(AIDS) or other illnesses suggesting
HTLV-III/LAV infection.

Since August 1983, CDC has en-
rolled 938 individuals who have had
parenteral or mucous-membrane ex-
posures to blood or body fluids of
AIDS patients in a prospective sur-
veillance study. To date, 451 entrants
have been followed and tested for
HTLV-II/LAV antibody. Of these,
183 persons received IG and/or HBIG

as prophylaxis against hepatitis B in-#™,
fection; 100 (55%) received only 1G;..

65 (36%) received only HBIG; and 18
(10%) received both. One of the 183
HBIG recipients is now positive for
(Continued to page 7)
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HTLV-II/LAV antibody, but no pre-
exposure serum was available for this
individual, and seropositivity may

#mhave predated the needlestick expo-
. +ure and IG prophylaxis. Further, het-

erosexual transmission of HTLV-III/
LAV infection in this individual can-
not be ruled out. No documented
seroconversions have occurred in any
of the 183 health-care workers who
received IG or HBIG.

Studies have been reported of 16
subjects who received HBIG that was
strongly positive for HTLV-III/LAV
antibody (3). Each patient had been
given one to five ampules. A total of
31 doses were administered to 16 indi-
viduals. Low levels of passively ac-
quired HTLV-III/LAV antibody were
detected shortly after injection, but
reactivity did not persist. Six months
after the last HBIG injection, none of
the 16 individuals had antibody to
HTLV-III/LAV.

In a study of prophylaxis against
cytomegalovirus (CMV) infections
among kidney-transplant patients, 16
patients received CMV-specific IVIG
preparations subsequently found to
contain HTLV-III/LAV antibody. Af-
ter 10 months or longer of follow-up,

#™none of the 16 recipients developed
“antibody or other evidence of HTLV-

ITII/L AV infection.

In studies of a group of IVIG recipi-
ents, most of whom had idiopathic
thrombocytopenia, none of 134 pa-
tients developed antibodies or other
evidence of HTLV-III/LAV infection.

Information regarding past therapy
with immune globulins is available
from 10,227 of 17,115 AIDS patients
reported to CDC. Three hundred fifty-
eight (4%) reported receipt of an IG
preparation. All but seven of these
patients also were members of groups
known to be at high risk for develop-
ing AIDS. The percentage of patients
with no recognized risk factors for
AIDS was not significantly different
among those who received immune
globulins (7/358 [2%]) than among
those who did not (358/9,869 [4%]).
Laboratory Studies

Scientists at FDA recently evalu-
ated the basic fractionation processes
(1,2) used for production of immune
globulins to determine effectiveness
of those procedures in eliminating

AYTLV-II/LAV infectivity (4). Six se-
“Woquential steps in a typical process

were evaluated. The study was de-
signed so that efficiency of eliminating
HTLV-III/LAV at each step was mea-
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sured. The degree to which HTLV-III/
LAV was reduced by partitioning or
inactivation at individual steps ranged
from 10-! to more than 10-4 of in vitro
infectious units (IVIU)/ml. The effec-
tiveness of virus removal in the entire
process by partitioning and inactiva-
tion was calculated to be greater than
1 x 105 IVIU/ml.

Concentrations of infectious
HTLV-III/LAYV in plasma of infected
persons have been estimated to be
less than 100 IVIU/ml. Further, FDA
scientists have shown that the geo-
metric mean infectivity titer of plasma
from 43 HTLV-III/LAYV infected per-
sons was 0.02 IVIU/ml (4). Thus, the
margin of safety based on the removal
of infectivity by the fractionation
process is extremely high.

Scientists at CDC and FDA also

cultured 38 lots of HBIG, IVIG, and
IG, most of which contained HTLV-
III/LAV antibody. HTLV-III/LAV
was not recovered from any lot
tested.
Editorial Note: The laboratory and
epidemiologic studies referred to have
shown that concern about HTLV-I11/
LAV infection associated with the use
of immune globulins available in the
United States is not warranted. Strat-
egies for using immune globulins rec-
ommended by the Immunization Prac-
tices Advisory Committee should be
followed (5).

Recently, concern has been ex-
pressed that patients who received 1G
prepared from plasma of donors not
screened for HTLV-III/LAV antibody
may have a passively acquired false-
positive reaction for antibody (6). Pas-
sively acquired HTLV-III/LAV anti-
body from HBIG known to contain
high levels of antibody has been re-
ported (3). Based on the estimated
half-life of globulins in plasma, it can
be calculated that passively acquired
antibodies might be detected in sera of
recipients for as long as 6 months after
administration of immune globulins. It
is important to recognize this possibil-
ity when attempting to determine the
significance of HTLV-III/LAV anti-
body in a person who has recently
received immune globulins, especially
HBIG.
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New Commissioner to
Arrive in July

Dr. James B. Kenley left his post as
Commissioner of Health on May 9th
to take up a new position at the Medi-
cal College of Virginia (MCV), where
he will serve as interim Chairman of
the Department of Preventive Medi-
cine. Dr. Kenley’s affiliation with the
Department began 30 years ago when
he served as District Health Director
for the .Fluvanna-Goochland-Louisa
area. From 1963 to 1965 he directed
the Bureau of Epidemiology in the
central office in Richmond; for the last
10 years he has served as Virginia's
Commissioner of Health. We will miss
Dr. Kenley’s leadership and his loy-
alty to Virginia and the people who
worked for him. We wish him every
success in his new position.

Replacing Dr. Kenley on July 1 will
be Dr. C.M.G. (Kim) Buttery. Dr.
Buttery currently serves as Director
of Public Health for the Corpus
Christi-Nueces County, Texas De-
partment of Public Health. He for-
merly served as Director of Public
Health for the City of Portsmouth,
Virginia, and as Assistant Public
Health Director for Fairfax County.
He engaged in the private practice of
family medicine in Rocky Mount, Vir-
ginia, from 1957-1966. We welcome
Dr. Buttery back to Virginia, and look
forward to working with him to pro-
mote and protect the health of all Vir-
ginians.
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Cases of selected notifiable diseases, Virginia, for the period May 1 through May 31, 1986

State Regions
Disease This Last Total to Date ;d ;::r Tha
Month | Month | 1986 1985 |To Date [N.W. | N. |S.W. |C. | E.
Measles 30 4 34 17 11 0 |10]| 20 0 0
Mumps 3 6 18 21 29 1 0 2 0 0
Pertussis 6 0 15 3 11 1 2 1 2 0
Rubella 0 0 0 3 0 0 0 0 0
Meningitis—Aseptic 18 13 68 65 47 1 ) 4 6 5
*Bacterial 17 16 110 119 111 1 4 3 2 7
Hepatitis A (Infectious) 7 3 50 87 70 2 3 1 0 1
B (Serum) 43 27 185 227 207 6 6 6 |11 | 14
Non-A, Non-B 6 4 28 39 35 1 1 1 2 1
Salmonellosis 92 70 382 521 435 e I [ | [ T e
Shigellosis 6 5 24 30 202 2 1 2 4 0
Campylobacter Infections 53 28 157 196 129 8 |11 8. |:H 15
Tuberculosis 29 41 149 145 194 5 6 3 ] 6
Syphilis (Primary & Secondary) 34 20 181 132 221 0 5 7 (10 | 14
Gonorrhea 1556 1331 7320 7131 7874 — | =] = |= | -
Rocky Mountain Spotted Fever 6 0 7 2 7 2 2 0 1 1
Rabies in Animals 14 23 87 73 148 5 6 2 1 0
Meningococcal Infections 9 5 49 32 38 2 1 3 2 w
Influenza 21 197 3885 913 1589 1 L i i 0 0
Toxic Shock Syndrome 0 1 7 1 3 0 0 0 0 0
Reyes Syndrome 2 0 2 1 4 1 0 0 1 1
Legionellosis 1 0 4 10 8 1 0 0 0 0
Kawasaki’s Disease 3 3 13 21 13 6 | 1] LR )2
Other: Acquired Immunodeficiency
Syndrome 15 13 82 26 — A ) 1 3 1

Counties Reporting Animal Rabies: Augusta 1 Grey fox; Culpeper 1 raccoon; Fauquier 1 raccoon; Shenandoah 1 skunk;
Spotsylvania 1 raccoon; Fairfax 4 raccoons; Loudoun 2 raccoons; Russell 1 skunk, Scott 1 fox; Hanover 1 raccoon.

Occupational Illnesses: Pneumoconioses 35; Asbestosis 11; Carpal tunnel syndrome 10; Silicosis 4; Dermatitis 2; Hearing

loss 1.

*other than meningococcal
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